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### Status: Path 1 of [Di^rog Information Services via ModwW 

### Status: Initializing TCP/IP using (UseTelnetProto 1 ServicelD pto-dialog) 
Trying 31060000009999. . .Open 

DIALOG INFORMATION SERVICES 
PLEASE LOGON: 

******** HHHHHHHH SSSSSSSS? 
### Status: Signing onto Dialog 

******** 

ENTER PASSWORD: 

******** HHHHHHHH SSSSSSSS? ******** 
Welcome to DIALOG 
### Status: Connected 



Dialog level 03 . 03 . 02D 

Last logoff: 30sep03 13:19:40 
Logon fileOOl 06oct03 15:13:59 
*** ANNOUNCEMENT *** 

* * * 

--File 654 - US published applications from March 15, 2001 to the 
present are now online. Please see HELP NEWS 654 for details. 

* * * 

--File 581 - The 2003 annual reload of Population Demographics is 
complete. Please see Help News581 for details. 

** * 
* ** 

--File 990 - NewsRoom now contains February 2003 to current records. 
File 992 - NewsRoom 2003 archive has been newly created and contains 
records from January 2003. The oldest months ' s records roll out of 
File 990 and into File 992 on the first weekend of each month. 
To search all 2003 records BEGIN 990, 992, or B NEWS2003, a new 
OneSearch category. 

** * 

--Connect Time joins DialUnits as pricing options on Dialog. 
See HELP CONNECT for information. 

* * * 

* * * 

--SourceOne patents are now delivered to your email inbox 
as PDF replacing TIFF delivery. See HELP S0URCE1 for more * 
information. 

** * 

--Important news for public and academic 
libraries. See HELP LIBRARY for more information. 

** * 

--Important Notice to Freelance Authors- 
See HELP FREELANCE for more information 

** * 

NEW FILES RELEASED 

***World News Connection (File 985) 
***Dialog NewsRoom - 2003 Archive {File 992) 

* * * TRADEMARKS CAN - Cz ech Republic (File 680) 

* * * TRADEMARKS CAN - Hunga ry (File 681) 

* * * TRADEMARKS CAN- Poland (File 682) 

* * * 

UPDATING RESUMED 

* * * 

RELOADED 

***Population Demographics -(File 581) 
***CLAIMS Citation (Files 220-222) 



REMOVED 



>>> Enter BEGIN HOMEBASE for Dialog Announcements <<< 
>>> of new databases, price changes, etc. <<< 
* * * * 

KWIC is set to 50. 
HILIGHT set on as ' * 1 

File 1:ERIC 1966-2003/Oct 06 

(c) format only 2003 The Dialog Corporation 

Set Items Description 



Cost is in DialUnits 
?b 155, 159, 5, 73 

06oct03 15:14:17 User259876 Session D553 . 1 
$0.32 0.090 DialUnits Filel 
$0.32 Estimated cost Filel 
$0.07 TELNET 

$0.39 Estimated cost this search 

$0.39 Estimated total session cost 0.090 DialUnits 



SYSTEM: OS - DIALOG OneSearch 

File 155 : MEDLINE (R) 1966 -2 003/Oct Wl 

(c) format only 2003 The Dialog Corp. 
*File 155: Medline has been reloaded and accession numbers have 
changed. Please see HELP NEWS 155. 
File 159 :Cancerlit 1975-2002/Oct 

(c) format only 2002 Dialog Corporation 
*File 159: Cancerlit ceases updating with immediate effect. 
Please see HELP NEWS. 

File 5:Biosis Previews (R) 1969-2003/Sep W4 

(c) 2003 BIOSIS 
File 73 : EMBASE 1974 -2003/Sep W4 

(c) 2003 Elsevier Science B.V. 

Set Items Description 



?s {(neural (w) stem (w) cells) or (neural (w) progenitors)) 
931871 NEURAL 
363245 STEM 
5065393 CELLS 

2227 NEURAL (W) STEM (W) CELLS 
931871 NEURAL 
42151 PROGENITORS 

664 NEURAL (W) PROGENITORS 

51 2818 ((NEURAL (W) STEM (W) CELLS) OR (NEURAL (W) PROGENITORS) ) 
?s (brain (w) (tumor or cancer)) or (glioblastoma or astrocytoma or gliomas) 

1604515 BRAIN 
2171259 TUMOR 
2299044 CANCER 

42556 BRAIN (W) (TUMOR OR CANCER) 

33198 GLIOBLASTOMA 

34 942 ASTROCYTOMA 

28803 GLIOMAS 

52 107952 (BRAIN (W) (TUMOR OR CANCER) ) OR (GLIOBLASTOMA OR 

ASTROCYTOMA OR GLIOMAS) 

?S Si (S) S2 

2818 SI 
107952 S2 

53 64 SI (S) S2 

?rd 

...examined 50 records (50) 
...completed examining records 

54 26 RD (unique items) 
?t s4/3,k/all 



4/3, K/l (Item 1 from^lle: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 



15319123 22832824 PMID: 12952304 

Neural stem cell biology may be well suited for improving brain tumor 
therapies . 

Yip Stephen; Aboody Karen S; Burns Michael; Imitola Jaime; Boockvar John 
A; Allport Jennifer; Park Kook In; Teng Yang D; Lachyankar Mahesh; Mcintosh 
Tracy; O'Rourke Donald M; Khoury Samia; Weissleder Ralph; Black Peter M; 
Weiss William; Snyder Evan Y 

The Burnham Institute, Program in Developmental & Regenerative Cell 
Byfelogy, La Jolla, California 92037, USA. 



'Cancer journal (Sudbury, Mass.) (United States) May-Jun 2003, 9 (3) 
pl89-204, ISSN 1528-9117 Journal Code: 100931981 
Document type: Journal Article 
Languages : ENGLISH 
Main Citation Owner: NLM 
Record type: In Process 

*Neural* *stem* *cells* (NSCs) are capable of tremendous migratory 
potential to areas of pathology in the central nervous system. When 
implanted into a diseased or injured nervous system. . . 

. .. various central nervous system pathologies, especially brain tumors. 
Brain tumors are generally difficult to treat because of the unique 
location of the lesions. In primary *gliomas*, the extensive infiltrative 
nature of the tumor cells presents a challenge for their effective and 
total eradication, hence the high rate of treatment failure and. . . 

... of NSCs to "home in" on tumor cells followed by the delivery of a 
desired gene product makes the NSC a very promising agent in *brain* 
*tumor* therapy. Cytolytic viruses and genes coding for ant i- tumor 
cytokines, pro-drug converting "enzymes, and various neurotrophic factors 
have all been engineered into engraf table NSCs... 



4/3, K/2 (Item 2 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

15132347 22586190 PMID: 12700036 

Mechanisms of tumor cell invasion and angiogenesis in the central nervous 
system. 

Vis ted Therese; Enger Per Oyvind; Lund- Johansen Morten; Bjerkvig Rolf 
Department of Anatomy and Cell Biology, University of Bergen, 
Aarstadveien 19, N-5009, Bergen, Norway. 

Frontiers in bioscience - a journal and virtual library (United States) 
May 1 2003, 8 pe289-304, ISSN 1093-4715 Journal Code: 9709506 
Document type: Journal Article 
Languages : ENGLISH 
Main Citation Owner: NLM 
Record type: In Process 

Despite extensive progress in characterizing the genetic events involved 
in the development of *gliomas* , the cellular origin and the defined 
molecular mechanisms that lead to their occurrence ( are still unclear. It is 
known that tumours are of monoclonal origin. This is contrasted by the fact 
that *gliomas* frequently express features of different glial cell 
lineages. With the identification of pluripotent *neural* *stem* *cells* 
and the growth factors that control neural cell development, we are now 
making early inroads towards understanding glial cell migration as well as 
the neural cell plasticity within the adult central nervous system (CNS) . 
♦Gliomas* share several fetal antigens with immature brain cells. It is 
therefore tempting to speculate that the migration of neural precursor 
cells actually represents the normal counterpart of glioma cell migration. 




The migratory behavior o^^gliomas* may be due to a predej^wtined interplay 
between normal brain rasue and the migrating cell^^where the brain 
represents a permissive tissue for guiding cells with certain phenotypic 
traits to migrate along specific anatomical structures. Malignant 
progression is also accompanied by extensive angiogenesis which is 
especially prominent in *glioblastoma* multiforme (GBM) . For cell 
proliferation to take place, several cell signaling cues mediated by 
specific growth factors are shared between the glioma cells and the... 



4/3, K/3 (Item 3 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

15131666- 22344464 PMID: 12456351 

Targeted therapy of brain tumors utilizing neural stem and progenitor 
cells. 

Burns Michael J; Weiss William 

lMivers^y_„oX^ San Francisco, Department of Neurology, Box 

Ol/l^San Francfsco^eA 94143 , USA. brains@itsa.ucsf.edu 
V^rontiers in bioscience - a journal and virtual library (United States) 
Jan 1 2003^< 8gg2,2'8^3 4 , ISSN 1093-4715 Journal Code: 9709506 

DoCTmeH^-t^p^T^Journal Article 

Language s : ENGL I S H 

Main Citation Owner: NLM 

Record type: In Process 

... 3. The pluripotentcy of neural stem and progenitor cells allows them 
to engraft and replace damaged tissues in the CNS. These properties suggest 
that transplanted *neural* *stem* *cells* might be used to deliver 
molecular therapy to diseased regions of ■ the nervous system, and to 
regenerate lost tissues. One of the greatest challenges and... 

. . . cells to migrate extensively into normal brain parenchyma in part 
underlies the lethal nature of these tumors. A better understanding of the' 
mechanisms by which *neural* *stem* *cells* migrate to specific sources of 
injury may allow us to harness these cells as vehicles for delivery of 
molecular therapies to impact survival in patients with recalcitrant 
♦gliomas* . 



4/3, K/4 (Item 4 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

15109425 22649205 PMID: 12762886 

The neurosurgeon as local oncologist: cellular and molecular neurosurgery 
in malignant glioma therapy, 

Dunn Ian F; Black Peter McL 

Brain Tumor Laboratories and Department of Neurosurgery, Brigham and 
Women's Hospital, Boston, MA, USA. 

Neurosurgery (United States) Jun 200J^"52 (6) pl411-22; discussion 
1422-4, ISSN 0148-396X Journal Code: 7802914 

Document type: Journal Article; Review; Review, Academic 

Languages : ENGL I SH 

Main Citation Owner: NLM 

Record type: Completed 

Malignant ^gliomas* are among the most challenging of all cancers to 
treat successfully, being characterized not only by aggressive 
proliferation and expansion but also by inexorable tumor. . . 

. . . and minimize systemic toxicity. Exciting local -therapy approaches have 
been proposed for these devastating tumors. In this review, we discuss the 
potential applications of bioreactors, *neural* *stem* *cells* , 
immunotherapies, biodegradable polymers, and convection- enhanced drug 
delivery in the treatment of malignant ^gliomas*. These approaches are at 



different stages of readi^ks for application in clinical ^fcrosurgery, and 

their eventual effects^ro the morbidity and mortality rl^s of *gliomas* 
among human patients are difficult to ascertain from successes in animal 
models. Nevertheless, we are entering an exciting era of 
"nanoneurosurgery, " in which molecular therapies... 

.of neuro-oncological disease. The potential to deploy any of a number of 
eloquently devised molecular therapies may provide renewed hope for 
neurosurgeons treating malignant *gliomas*. 

4/3, K/5 (Item 5 from file: 155) 

DIALOG (R) File 155: MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

15095918 22445254 PMID: 12558076 

Signaling pathways regulating gliomagenesis . 

Konopka G; Bonni A 

Department of Pathology and Program in Neuroscience, Harvard Medical 
School, Boston, MA 02115, USA. 

Current molecular medicine (Netherlands) Feb 2 003, 3 (1) p73-84, 
ISSN 1566-5240 Journal Code: 101093076 

Contract/Grant No.: R01-NS41021-01; NS; NINDS 

Document type: Journal Article; Review; Review, Tutorial 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

...represent the most common primary tumors of the brain. Despite efforts 
to improve the treatment of astrocytomas, these tumors and in particular 
the high-grade *astrocytoma* termed *glioblastoma* multiforme still carry a 
poor prognosis. In recent years, there has been an intensive effort to gain 
an understanding of the cellular and molecular mechanisms... 

. . . the cell-of -origin of astrocytomas has been investigated. Genetic 
modeling of astrocytomas in mice suggests that neuroepithelial precursor 
cells represent preferred cellular substrates of ^gliomas* or that either 
astrocytes or precursor cells constitute potential cells-of -origin of 
astrocytomas. During normal brain development, neuroepithelial precursor 
cells, including *neural* *stem* *cells*, differentiate into astrocytes. As 
the mechanisms that control gliogenesis during normal brain development 
become better understood, it will be important to determine if deregulation 
of . . . 



4/3, K/6 (Item 6 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

14905499 22620256 PMID: 12735302 

The neural progenitor-restricted isoform of the MARK4 gene in 19ql3.2 is 
upregulated in human gliomas and over expressed in a subset of glioblastoma 
cell lines. 

Beghini Alessandro; Magnani Ivana; Rovers i Gaia; Piepoli Tiziana; Di 
Terlizzi Simona; Moroni Ramona F; Polio Bianca; Fuhrman Conti Anna M; 
Cowell John K; Finocchiaro Gaetano; Larizza Lidia 

Department of Biology and Genetics, University of Milan, via Viotti 3/5, 
20133 Milan, Italy, alessandro.beghini@unimi.it 

Oncogene (England) May 1 2003, 22 (17) p2581-91, ISSN 0950-9232 
Journal Code: 8711562 

Contract /Grant No.: CA76457; CA; NCI 

Document type: Journal Article 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 



in glial neoplasms, suggesting that this region harbors at least one 



gene involved in g]^«agenesis . Following our pre^kus studies on 
structural 19q chromosom^^earrangements in *gliomas* # we^Kve undertaken a 
detailed FISH analysis of the breakpoints and identified a 19ql3.2 
intrachromosomal amplification of the MAP/microtubule affinity-regulating 
kinase 4 (MARK4) gene in three primary *glioblastoma* cell lines. Recent 
data suggest that this gene is involved in the Wnt-signaling pathway. We 
observed that the expression of the alternatively spliced MARK4L isoform is 
upregulated in both fresh and cultured *gliomas* and overexpressed in all 
of the above three *glioblastoma* cell lines. Interestingly, we also found 
that MARK4L expression is restricted to undifferentiated neural progenitor 
cells or proliferating glial precursor cells, whereas its expression is 
downregulated during glial differentiation. Perturbation of expression 
using antisense oligonucleotides against MARK4 in *glioblastoma* cell 
lines, consistently induced a decreased proliferation of tumor cells. Taken 
together, these data show that MARK4 , which is normally expressed in 
*neural* *progenitors* , is re-expressed in *gliomas* and may become a key 
target of intrachromosomal amplification upon 19q rearrangements. 



4/3, K/7 (Item 7 from file: 155) 

DIALOG ( R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

14379125 22387061 PMID: 12499252 

Induction of glioblastoma apoptosis using neural stem cell-mediated 
delivery of tumor necrosis factor -related apoptosis -inducing ligand. 

Ehtesham Moneeb; Kabos Peter; Gutierrez Mervin A R; Chung Nancy H C; 
Griffith Thomas S; Bl ack Kei th L; Yu John S; et al 

Max ine^DuhTt'z^N^ i t u t e , Cedars -Sinai Medical Center, Los 

Angeles, California 9004*8^ USA. 

\/pancer research (United States) ) Dec 15 2002ir 62 (24) p7170-4, ISSN 
000^-5472 Journal Code: 2984705R/ 

Contact/Grant No.: NS02232,;^N-S; NINDS; + 

Document type": J ourriS'I^Ar t i c 1 e 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

Current therapies for *gliomas* fail to address their highly infiltrative 
nature. Standard . treatments often leave behind microscopic neoplastic 
reservoirs, resulting in eventual tumor recurrence. *Neural* *stem* *cells* 
(NSCs) are capable of tracking disseminating glioma cells. To exploit this 
tropism to develop a therapeutic strategy that targeted tumor satellites, 
we inoculated human *glioblastoma* xenografts with tumor necrosis 
factor-related apoptosis -inducing ligand -secreting NSCs. This resulted in 
the dramatic induction of apoptosis in treated tumors and tumor satellites 



4/3, K/8 (Item 8 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

10114702 22081554 PMID: 12086863 

Epidermal growth factor receptor and Ink4a/Arf: convergent mechanisms 
governing terminal differentiation and transformation along the neural stem 
cell to astrocyte axis. 

Bachoo Robert M; Maher Elizabeth A; Ligon Keith L; Sharpless Norman E; 
Chan Suzanne S; You Mingjian James,- Tang Yi; DeFrances Jessica; Stover 
Elizabeth; Weissleder Ralph; Rowitch David H; Louis David N; DePinho Ronald 
A 

Center for Neuro- Oncology, Boston, Massachusetts 02115, USA. 
Cancer cell (United States) Apr 2002, 1 (3) p269-77, ISSN 1535-6108 
Journal Code: 101130617 

Contract/Grant No.: P30; PHS 
Document type: Journal Article 
Languages : ENGL I SH 



Main Citation Owner: l^j 
Record type: Completed 



Ink4a/Arf inactivation and epidermal growth factor receptor (EGFR) 
activation are signature lesions in high-grade *gliomas* . How these 
mutations mediate the biological features of these tumors is poorly 
understood. Here, we demonstrate that combined loss of pl6(INK4a) and 
pl9(ARF), but not of p53 , pl6(INK4a), or pl9 (ARF) , enables astrocyte 
dedif f erentiation in response to EGFR activation. Moreover, transduction of 
Ink4a/Arf (-/-) *neural* *stem* *cells+ (NSCs) or astrocytes with 
constitutively active EGFR induces a common high-grade glioma phenotype. 
These findings identify NSCs and astrocytes as equally permissive 
compartments for. . . 

. . . differentiation. These data support the view that dysregulation of 
specific genetic pathways, rather than cell-of -origin, dictates the 
emergence and phenotype of high-grade *gliomas*. 



4/3, K/9 (Item 9 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

09767288 21572158 PMID: 11716071 

Glioma migration: clues from the biology of neural progenitor cells and 
embryonic CNS cell migration. 

D^tks^P— B- "^rr^. 

^i-vision of Neurosur^^^Hospital for Sick Children, University of 
^pronto, Ontario, Canada. peterT l dirks@sickkids . on . ca 

^Journal of neuro- oncology (Netherlands) Jun 2001, 53 (2) p203-12, 
ISSN^0167-594X Journal_Co.de: 8309335 

Document tTyp^T^j'o'ulfhal Article; Review; Review, Academic 

Languages : ENGL I SH 

Main Citation Owner: NLM 

Record type: Completed 

*Neural* *stem* *cells* have recently come to the forefront in 
neurobiology because of the possibilities for CNS repair by 
transplantation. Further understanding of the biology of these cells... 

... progenitor cell. An understanding of the normal migratory ability of 
these cells is also likely to have a very important impact on the knowledge 
of *brain* *tumor* invasion. 



4/3,K/10 (Item 10 from file: 155) 

' DIALOG (R) File 155 : MEDLINE (R) 
(c) format only 2003 The Dialog Corp. All rts. reserv. 

09740617 21542430 PMID: 11686236 

Musashil, an evolutionarily conserved neural RNA-binding protein, is a 
versatile marker of human glioma cells in determining their cellular 
origin, malignancy, and proliferative activity, 

Kanemura Y; Mori K; Sakakibara S; Fujikawa H; Hayashi H; Nakano A; 
Matsumoto T; Tamura K; Imai T; Ohnishi T; Fushiki S; Nakamura Y; Yamasaki M 
; Okano H; Arita N 

Institute for Clinical Research, Osaka National Hospital, Japan. 

Differentiation; research in biological diversity (Germany) Sep 2001, 
68 (2-3) pl41-52, ISSN 0301-4681 Journal Code: 0401650 

Document type: Journal Article 

Languages: ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

. . . phenotypic markers that are specific to the cells from which they 
originated. A neural RNA-binding protein, Musashil, is an evolutionarily 
well -conserved marker for *neural* *stem* *cells*/ progenitor cells. To 



examine the origin of ^fciomas*, we examined the expre^^bn of the human 
Musashil homolog, MSIl,^Ki human glioma tissues and in n^Bal human adult 
and fetal brains. As we had... 

. with proliferative activity, as estimated by an MIB-1 staining index. 
Our results indicate that MSI1 is an excellent marker for neural progenitor 
cells including *neural* *stem* *cells* in normal human brains. 
Furthermore, the expression of MSI1 correlates well with the immature 
nature as well as the malignancy of tumor cells in human *gliomas*. Thus, 
we expect the analysis of MSI1 expression to contribute to the 
understanding of the cellular origin and biology of human *gliomas*. 



4/3,K/ll (Item 11 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

09594374 21378377 PMID: 11485986 

PDGF autocrine stimulation dedifferentiates cultured astrocytes and 
induces oligodendrogliomas and oligoastrocytomas from neural progenitors 
and astrocytes in vivo. 

Dai C; Celestino J C; Okada Y; Louis D N; Fuller G N; Holland E C 

Department of Neurosurgery, Memorial Sloan-Kettering Cancer Center, New 
York, New York 10021, USA. 

Genes & development (United States) Aug 1 2001, 15 (15) pl913-25, 
ISSN 0890-9369 Journal Code: 8711660 

Contract /Grant No.: U01CA894314-1; CA; NCI 

Document type: Journal Article 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

. . . type-specific gene transfer we investigated the functions of PDGF 
autocrine signaling in gliomagenesis by transferring the overexpression of 
PDGF-B into either nestin-expressing *neural* *progenitors* or glial 
fibrillary acidic protein (GFAP) -expressing astrocytes both in cell culture 
and in vivo. In cultured astrocytes, overexpression of PDGF-B caused 
significant increase in proliferation rate of both astrocytes and *neural* 
^progenitors* . Furthermore, PDGF gene transfer converted cultured 
astrocytes into cells with morphologic and gene expression characteristics 
of glial precursors. In vivo, gene transfer of PDGF to *neural* 
*progenitors* induced the formation of oligodendrogliomas in about 60% of 
mice by 12 wk of age; PDGF transfer to astrocytes induced the formation of 
either oligodendrogliomas or mixed oligoastrocytomas in about 4 0% of mice 
in the same time period. Loss of Ink4a-Arf, a mutation frequently found in 
high-grade human *gliomas* , resulted in shortened latency and enhanced 
malignancy of *gliomas*. The highest percentage of PDGF-induced malignant 
^gliomas* arose from of Ink4a-Arf null progenitor cells. These data suggest 
that chronic autocrine PDGF signaling can promote a proliferating 
population of glial precursors and. . . 



4/3,K/12 (Item 12 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

09492164 21268762 PMID: 11375055 

HIV type 1 Mef promotes neoplastic transformation of immortalized neural 
cells . 

Kramer-Hammer le S; Kohleisen B; Hohenadl C; Shumay E; Becker I; Erfle V; 
Schmidt J 

Institute of Molecular Virology, GSF-National Research Center for 
Environment and Health, D-85764 Neuherberg, Germany. 

AIDS research and human retroviruses (United States) May 1 2001, 17 
(7) p597-602, ISSN 0889-2229 Journal Code: 8709376 
Document type: Journal Article 
Languages : ENGL I SH 
Main Citation Owner: NLM 



Record type: Completed^^ 

. ." . 1 (Bru) -nef in these cells induced a transformed phenotype and enhanced 
cell growth in soft agar. Further experiments using previously established 
nef -expressing human *astrocytoma* cell lines as well as nef -expressing 
murine fibroblasts suggested a brain cell -specif ic transforming activity of 
Nef. After implantation into syngeneic or nude mice both murine and human 
nef -expressing CNS-derived cells induced tumor development. Interestingly, 
human *astrocytoma* cells expressing a Nef mutant carrying a disrupted 
SH3-binding motif involved in protein-protein interactions failed to induce 
tumor formation. These in vivo data suggest that Nef promotes neoplastic 
transformation of immortalized murine *neural* *stem* *cells* and enhances 
malignancy of low-tumorigenic human ^astrocytoma* cells. Nef may therefore 
be involved in the development of AIDS-associated brain tumors. 



4/3,K/13 (Item 13 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2003 The Dialog Corp. All rts. reserv. 

09487019 21263394 PMID: 11370160 

Perspectives on *brain* * tumor* formation involving macrophages, glia, 
and *neural* *stem* *cells*. 

Seyfried T N 

Department of Biology, Boston College, Chestnut Hill, MA 02167-3811, USA. 
t homa s . s ey f r i ed@bc . edu 

Perspectives in biology and medicine (United States) Spring 2001, 44 
(2) p263-82, ISSN 0031-5982 Journal Code: 0401132 
Document type: Journal Article 
Languages : ENGLISH 
Main Citation Owner: NLM 
Record type: Completed 

Perspectives on *brain* * tumor* formation involving macrophages, glia, 
and *neural* *stem* *cells*. 

The incidence of brain tumors is rising in children and the elderly, but 
little is known about the mechanisms underlying *brain* *tumor* initiation 
and progression. In the 1940s, Zimmerman and coworkers exploited the 
tumor-promoting potential of polycyclic hydrocarbons to produce *brain* 
*tumor* models in adult mice that simulated the neuropathology of human 
brain tumors. Based on these early findings and on recent neurobiological 
studies of stem cells, I propose that crystalline carcinogenic pellets 
surgically implanted in the central nervous system establish over time a 
microenvironment that fosters proliferation and genetic damage in *neural* 
*stem* *cells* and their progenitors. Moreover, activated glia (microglia 
and astrocytes) and recruited macrophages mediate these processes. 
Gradually local tissue fields, which normally restrict stem cell 
proliferation. . . 

. . . disorganized, leading to further stem cell proliferation, genetic 
damage, and eventual neoplasia. Depending on age, location, and the state 
of glial /macrophage activation, the resulting *brain* *tumor* may resemble 
transformed *neural* ^progenitors* aborted in more or less differentiated 
states. This hypothesis integrates the general mechanisms by which *neural* 
*stem* *cells* , glia, and macrophages orchestrate the initiation and 
progression of *brain* *cancer*. Also discussed are implications of these 
concepts for the diagnosis and therapy of human brain tumors. 
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... and differentiation. Here we show that the simple ganglioside GM3 
selectively inhibits the proliferation of and induces apoptosis of actively 
dividing astrocyte precursors and other *neural* ^progenitors* . The 
inhibition of astrocyte precursor proliferation by GM3 appears to be 
mediated in part by the cycl in-dependent kinase (Cdk) inhibitor p27(Kipl). 
During neonatal ... 

... GM3 . These data suggest that GM3, a simple ganglioside, may regulate 
cell proliferation and death in the CNS and as such may have potential for 
*brain* * tumor* therapy. 
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From the cover: *neural* *stem* *cells* display extensive tropism for 
pathology in adult brain: evidence from intracranial *gliomas* . 

. . . expand, infiltrate surrounding tissue, and migrate widely into normal 
brain, usually rendering them "elusive" to effective resection, 
irradiation, chemotherapy, or gene therapy. We demonstrate that *neural* 
*stem* *cells* (NSCs) , when implanted into experimental intracranial 
*gliomas* in vivo in adult rodents, distribute themselves quickly and 
extensively throughout the tumor bed and migrate uniquely in juxtaposition 
to widely expanding and aggressively advancing. . . 
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Can *neural* *stem* *cells* be used to track down and destroy migratory 
*brain* * tumor* cells while also providing a means of repairing 
tumor-associated damage? 
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Combined activation of Ras and Akt in *neural* ^progenitors* induces 
♦glioblastoma* formation in mice. 

. . . are sufficient to induce GBM formation. Here we transfer, in a 
tissue-specific manner, genes encoding activated forms of Ras and Akt to 
astrocytes and *neural* *progenitors* in mice. We found that although 
neither activated Ras nor Akt alone is sufficient to induce GBM formation, 
the combination of activated Ras and Akt induces high-grade *gliomas* with 
the histological features, of human GBMs . These tumours appear to arise 
after gene transfer to *neural* *progenitors* , but not after transfer to 
differentiated astrocytes. Increased activity of RAS is found in many human 
GBMs (ref . 11) , and we show here that Akt. . . 
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.... tumors, have a very poor prognosis. Gene therapy of glioblastomas is 
limited by the short survival of viral vectors and by their difficulty in 



reaching *glioblastoma* ^fells infiltrating the brain f^fenchyma. Neural 
stem/progenitor cells c^^ be engineered to produce therl^utic molecules 
and have the potential to overcome these limitations because... 
... labeled progenitor cells several weeks after the injection. These 
findings support a new approach for gene therapy of brain tumors, based on 
the grafting of *neural* *stem* *cells* producing therapeutic molecules. 
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ABSTRACT: The ability to isolate and cultivate *neural* ^progenitors* has 
engendered novel approaches to replace cells lost due to injury and to 
deliver gene products to enhance *brain* *tumor* treatment. The goal of 
our study was to .identify the factors that enhance survival of *neural* 
^progenitors* following transplantation. *Neural* *progenitors* isolated 
from adult rat (Fisher 344) or mouse (C57BL/6) brain were transplanted 
into normal or tumor-bearing (RG2 glioma tumor) rat (Fisher 344) brain.. 
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...ABSTRACT: in the brain may be the cause of childhood brain tumors. The 
purpose of this study is to use techniques developed for the isolation of 
*neural* *stem* *cells*, and apply them to the characterization of stem 
cell populations in brain tumors. We apply a panel of neural stem cell 
markers (including CD-133... 

. . .Based on our data, we show that brain tumors contain cells with stem 
cell properties, and that CD-133 may serve as a marker of *brain* *tumor* 
stem cells . 
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♦Neural* *stem* *cells* display extensive tropism for pathology in adult 
brain: Evidence from intracranial *gliomas*. 

. . .ABSTRACT: expand, infiltrate surrounding tissue, and migrate widely into 
normal brain, usually rendering them "elusive" to effective resection, 
irradiation, chemotherapy, or gene therapy. We demonstrate that *neural* 
*stem* *cells* (NSCs) , when implanted into experimental intracranial 
^gliomas* in vivo in adult rodents, distribute themselves quickly and 
extensively throughout the tumor bed and migrate uniquely in 
juxtaposition to widely expanding and aggressively advancing. . . 
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...their use for brain repair after stroke (Savitz et al . , 2002) . In this 
review we will focus on the potential of stem cell treatments for 
*glioblastoma* multiforme (Holland, 2000) , the most aggressive primary 
*brain* *tumor*, and globoid cell leukodystrophy (Krabbe disease), a 
metabolic disorder of the white matter (Berger et al . , 2001). These two 
diseases may offer a paradigm of . . . 

...cell approach may offer in term of treatment, alone or in combination 
with other therapeutic approaches. Two kinds of stem cells will be 
considered here: *neural* *stem* *cells* and hematopoietic stem cells, both 
obtained after birth. The review will focus on experimental models, with an 
eye on clinical perspectives. 
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Ink4a/Arf inactivation and epidermal growth factor receptor (EGFR) 
activation are signature lesions in high-grade *gliomas* . How these 
mutations mediate the biological features of these tumors is poorly 
understood. Here, we demonstrate that combined loss of pl6(INK4a) and 
pl9(ARF), but not of p53, pl6(INK4a), or pl9(ARF), enables astrocyte 
dedif ferentiation in response to EGFR activation. Moreover, transduction of 
Ink4a/Arf (-/-) *neural* *stem* *cells* (NSCs) or astrocytes with 
constitutively active EGFR induces a common high-grade glioma phenotype. 
These findings identify NSCs and astrocytes as equally permissive 
compartments for. . . 

. . . differentiation. These data support the view that dysregulation of 
specific genetic pathways, rather than cell-of -origin, dictates the 
emergence and phenotype of high-grade *gliomas*. 
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One of the impediments to the treatment of brain tumors (e.g., *gliomas*) 
has been the degree to which they expand, infiltrate surrounding tissue, 
and migrate widely into normal brain, usually rendering them "elusive" to 
effective resection, irradiation, chemotherapy, or gene therapy. We 
demonstrate that *neural* *stem* *cells* (NSCs) , when implanted into 
experimental intracranial *gliomas* in vivo in adult rodents, distribute 
themselves quickly and extensively throughout the tumor bed and migrate 
uniquely in juxtaposition to widely expanding and aggressively advancing. . . 

. . . the tumor cells (including human glioblastomas) . When implanted outside 
the CNS intravascularly, NSCs will target an intracranial tumor. NSCs can 
deliver a therapeutically relevant molecule-*cytosine* *deaminase* -such 
that quantifiable reduction in tumor burden results. These data suggest the 
adjunctive use of inherently migratory NSCs as a delivery vehicle for 
targeting therapeutic. . . 
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♦Neural* *stem* *cells* display extensive tropism for pathology in adult 
brain: Evidence from intracranial *gliomas*. 

ABSTRACT: One of the impediments to the treatment of brain tumors (e.g., 
^gliomas*) has been the degree to which they expand, infiltrate 
surrounding tissue, and migrate widely into normal brain, usually 
rendering them "elusive" to effective resection, irradiation, 
chemotherapy, or gene therapy. We demonstrate that *neural* *stem* 
*cells* (NSCs) , when implanted into experimental intracranial *gliomas* 
in vivo in adult rodents, distribute themselves quickly and extensively 
throughout the tumor bed and migrate uniquely in juxtaposition to widely 
expanding and aggressively advancing. . . 

...the tumor cells (including human glioblastomas) . When implanted outside 
the CNS intravascularly, NSCs will target an intracranial tumor. NSCs can 
deliver a therapeutically relevant molecule-*cytosine* *deaminase*-such 
that quantifiable reduction in tumor burden results. These data suggest 
the adjunctive use of inherently migratory NSCs as a delivery vehicle for 
targeting therapeutic. . . 
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A novel platform for gene therapy against brain tumors: Foreign gene 
expressing *neural* *stem* *cells* (NSCs) display tropism for 
intracranial *gliomas* . 
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The inherent biology of *neural* *stem* *cells* (NSCs) endows them with 
capabilities that not only circumvent many of the limitations of other gene 
transfer vehicles, but that enable a variety of novel... 
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drug vehicle; intrinsic factor- -endogenous compound- -ec; neurotrophin 3 
--drug therapy- -dt; neurotrophin 3- -pharmaceutics --pr; neurotrophin 3 
- -pharmacology- -pd; *cytosine* *deaminase* - -drug therapy--dt ; *cytosine* 
* deaminase* - -pharmaceut ics - -pr ; *cytos ine* ^deaminase* - -pharmacology- -pd 
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. . .gene expression; signal transduction,- neuroprotection; nerve 
regeneration; brain ischemia- -drug therapy--dt; brain ischemia- -therapy- -th 
; brain hypoxia- -drug therapy- -dt; brain hypoxia- -therapy- -th; *brain* 
*tumor*--drug therapy- -dt; * brain* * tumor*- -therapy- -th; Alzheimer disease 
- -therapy- -th; human; nonhuman; mouse; rat; controlled study; animal tissue 
; animal cell; review; priority journal 
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